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(57)Abstract: 

PURPOSE: To prepare the composition having a collagenase-inhibiting activity, effective for the prevention and therapy of / 

periodontosis, and used for oral cavities. ^ 

CONSTITUTION: This composition for oral cavities is characterized by compounding one kind or more of flavonoT"] 
compounds selected from isoquercitrin, myricitrin and isorhamnetin. 1 
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- * NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

l.This document has been translated by computer. So the translation may not reflect the original precisely. 
2 **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



TECHNICAL PROBLEM 



[Description of the Prior Art] The polysaccharide in which the about 70% was formed in with bacteria, and about 20% was 
formed with the bacteria, and about 10 remaining% consist of the saburra, and the dental plaque which adheres on the surface 
of a gear tooth has stuck on the surface of the gear tooth firmly. Furthermore, while the acid with which the dental plaque was 
stored in the interior delimes an enamel and generates ****, the bacteria and produced toxin attract attention as a gingivitis, a 
periodontitis, and a cause of**** which it is said that an alveolus blennorrhoea is brought further and are so the two major 
morbus of an oral cavity, and a periodontal disease. 

[0003] This dental plaque is formed the first stage using the cane sugar which exist in an oral cavity with the bacteria in an 
oral cavity centering on a streptococcus mu factor wardrobe, and further, when the interior of a dental plaque will be in the 
anaerobic status, various periodontal disease virulence bacteria, such as Porphyromonas gin ********** m d Bacteroides in 
****** Zeus, increase it. The cadaver of these bacteria, the produced various matter, and a toxin do a bad influence to a gum, 
and act as a cause of a periodontal disease. 

[0004] On the other hand, although a living body mobilizes the biophylaxis factors which are one of corpuscle components, 
such as a polymorphonuclear leukocyte and a macrophage, and eliminates bacteria to infection and the invasion of these 
bacteria, it is known in that case that will produce a collagenase and it will separate from bacteria and a polymorphonuclear 
leukocyte. In a series of**** advance process of a periodontal disease, these collagenases destroy the collagens which exist 
in a cortex comparatively, such as an epithelium, a connective tissue, etc. of gingival tissues, worsen the inflammation of a 
part, and advance a periodontal disease. Therefore, it is effective in a prevention and treatment of a periodontal disease to 
check the activity of a collagenase. 

[0005] Conventionally, as an inhibitor to a collagenase, the tetracycline (1984:19; 651 to Journal of Periodontal Reseach 655 
reference), the soybean extract (refer to JP,6 1-275224, A and 62-286926), etc. are known. 

[0006] However, it is requested that prevention technique that the periodontal disease by the collagenase inhibitor is still safe 
and efficient is established. 

[0007] this invention was made in view of the above-mentioned situation, has collagenase prevention activity, and aims at 
offering the constituent for oral cavities effective in a prevention and treatment of a periodontal disease. 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] this invention has collagenase prevention activity and relates to the constituent for flavonols inclusion 

oral cavities effective in a prevention and treatment of a periodontal disease. 

[0002] 

[Description of the Prior Art] The polysaccharide in which the about 70% was formed in with bacteria, and about 20% was 
formed with the bacteria, and about 10 remaining% consist of the saburra, and the dental plaque which adheres on the surface 
of a gear tooth has stuck on the surface of the gear tooth firmly. Furthermore, while the acid with which the dental plaque was 
stored in the interior delimes an enamel and generates ♦***, the bacteria and produced toxin attract attention as a gingivitis, a 
periodontitis, and a cause of **** which it is said that an alveolus blennorrhoea is brought further and are so the two major 
morbus of an oral cavity, and a periodontal disease. 

[0003] This dental plaque is formed the first stage using the cane sugar which exist in an oral cavity with the bacteria in an 
oral cavity centering on a streptococcus mu factor wardrobe, and further, when the interior of a dental plaque will be in the 
anaerobic status, various periodontal disease virulence bacteria, such as Porphyromonas gin********** and Bacteroides in 
****** Zeus, increase it. The cadaver of these bacteria, the produced various matter, and a toxin do a bad influence to a gum, 
and act as a cause of a periodontal disease. 

[0004] On the other hand, although a living body mobilizes the biophylaxis factors which are one of corpuscle components, 
such as a polymorphonuclear leukocyte and a macrophage, and eliminates bacteria to infection and the invasion of these 
bacteria, it is known in that case that will produce a collagenase and it will separate from bacteria and a polymorphonuclear 
leukocyte. In a series of**** advance process of a periodontal disease, these collagenases destroy the collagens which exist 
in a cortex comparatively, such as an epithelium, a connective tissue, etc. of gingival tissues, worsen the inflammation of a 
part, and advance a periodontal disease. Therefore, it is effective in a prevention and treatment of a periodontal disease to 
check the activity of a collagenase. 

[0005] Conventionally, as an inhibitor to a collagenase, the tetracycline (1984:19; 651 to Journal of Periodontal Reseach 655 
reference), the soybean extract (refer to JP,61-275224,A and 62-286926), etc. are known. 

[0006] However, it is requested that prevention technique that the periodontal disease by the collagenase inhibitor is still safe 
and efficient is established. 

[0007] this invention was made in view of the above-mentioned situation, has collagenase prevention activity, and aims at 

offering the constituent for oral cavities effective in a prevention and treatment of a periodontal disease. 

[0008] 

[Means for Solving the Problem and its Function] In order that this invention person may attain the above-mentioned purpose, 
as a result of repeating a study zealously, also especially in flavonols An iso quercitrin, One sort or two sorts or more of 
flavonols chosen out of a milli citrin and an iso rhamnetin can suppress decomposition of the collagen by the collagenase very 
effectively as compared with the tetracycline^hlcffls a collagenase inhibitor, So, the knowledge of the constituent for oral 
cavities which blended the above-mentioned flavonols as an active principle having collagenase prevention activity, and being 
able to use it effective in a prevention and treatment of a periodontal disease was carried out. 

[0009] To JP,58-213706,A, in addition, an amygdalin, indigo, The constituent for oral cavities containing the compound 
chosen out of all [ ******** ], bisabolol, and a rutin, To JP,62-51613,A, a flavono^ a chrysin, ************, The 
dental-plaque formation inhibitor which becomes the toothbrushing constituent containing the compound chosen out of a 
hesperidin and JP,59-13721,A from a flavonoid is proposed. Moreover, although a water-soluble flavonol glycoside is 
indicated by JP,4-66097,A and the manufacturing method and its intended use of alpha-glycosyl rutin are indicated by 
JP,3-58790,A The constituent for oral cavities which blended the specific flavonols mentioned above is not known. 
Furthermore, a breakdown of the collagen to which this specific constituent for flavonols inclusion oral cavities demonstrates 
the collagenase prevention activity which was very excellent, and exists [ connective tissue / an epithelium a connective 
tissue, etc. / of gingival tissues ] in a cortex comparatively, It is this invention person's new knowledge that advance of the 
periodontal disease by exacerbation of the inflammation of a part can be prevented and treated. 

[0010] Therefore, this invention offers the constituent for oral cavities which comes to contain one sort or two sorts or more 
of flavonols chosen out of an iso quercitrin, a milli citrin, and an iso rhamnetin. 

[001 1] Hereafter, it comes to contain one sort or two sorts or more of flavonols which can prepare the constituent for oral 
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cavities of this invention as toothbrushing, such as toothbrushing made from ******, liquefied toothbrushing, and **, the 
paste for oral cavities, mouthwash, trochiscus for oral cavities, etc., and will be chosen [ per this invention and also ] out of an 
iso quercitrin, a milli citrin, and an iso rhamnetin as an active principle if it explains in detail. 

[0012] unless it is desirable to carry out to 0.01 - 1% of the whole constituent (weight % and the following - the same) as for 
the loadings of the above-mentioned flavonols and it fills loadings to 0.01%, a collagenase depressor effect may not be 
demonstrated enough, and if 1% is exceeded, the feeling of use may be spoiled 

[0013] In addition to the above-mentioned indispensable component, the constituent for oral cavities of this invention can 
blend other additives as an arbitrary component according to the pharmaceutical form. 

[0014] Various active principles other than an abrasive material, a binder, a viscous agent, a surfactant, a sweetening agent, 
antiseptics, a coloring agent, and the above-mentioned flavonols etc. can be blended, and the case of toothbrushing can be 
mixed with water and can manufacture these components. As an abrasive material, silica system abrasive materials, such as a 
sedimentation nature silica, silica gel, an aluminosilicate, and a ******** silicate, dibasic calcium phosphate and 2 hydrate 
and a non-hydrate, pyrophosphoric-acid calcium, a calcium carbonate, an aluminum hydroxide, an alumina, a magnesium 
carbonate, the 3rd magnesium phosphate, a zeolite, a silicic-acid zirconium, a synthetic-resin system abrasive material, etc. 
are used suitably here. 

[0015] As a viscous agent, as a binder, a glycerol, a sorbitol, a propylene glycol, a polyethylene glycol, xylitol, a maltit, 
**********, etc. Carboxymethylcellulose sodium, a hydroxyethyl cellulose, As a surfactant, a carrageenan, a sodium alginate, 
xanthan gum, the ****** pole, Cyamoposis Gum, a montmorillonite, gelatin, etc. An anionic surface active agent, a cationic 
surface active agent, a nonionic surfactant, etc. can be blended. Specifically A sodium lauryl sulfate, alpha olefin sulfonic-acid 
sodium, N-acylsarcosinate, N-acyl glutamate, 2-alkyl-N-carboxymethyl-N-hydroxyethyl imidazolinium betaine, 
N-acyltaurate, sucrose fatty acid ester, the ****** roll flax id, As a sweetening agent, polyoxyethylene hydrogenated castor 
oil, polyglyceryl fatty acid ester, Pluronic, polyoxyethylenesorbitan monostearate, etc. As antiseptics, a saccharin sodium, 
stevioside, stevia extractives, a para methoxy ************ aldehyde, neohesperidyl dihydrochalcone, a perillatin, etc. As 
various active principles, such as a paraoxybenzoic acid and a sodium benzoate The sodium-fluoride, potassium-fluoride, 
fluoride ********** ? \ s i tin fluoride Fluorides, such as mono-fluoro sodium phosphate, the potassium salt of an 
orthophosphoric acid, Water-soluble phosphoric-acid compounds, such as a specific salt, allantoin ****** hydroxy aluminum, 
A hinokitiol, an ascorbic acid, lysozyme chloride, a glycyrrhizinic acid, and its salts, A sodium chloride, an acetic-acid 
dl-tocopherol, alpha-bisabolol, an isopropyl methyl phenol, Clo ************ sa it S} cetylpyridinium chloride, an azulene, 
glycyrrhetinic acid, Copper compounds, such as copper chlorophylin sodium and a cupric gluconate, lactic-acid aluminum, A 
strontium chloride, a potassium nitrate, a berberine, a hydroxamic acid, and its derivative, Sodium tripolyphosphate, a zeolite, 
a dextranase, mutanase, An amylase, methoxy ethylene, a maleic-anhydride copolymer, a polyvinyl pyrrolidone, The ****** 
hydronalium cholesterin, chlorination benzethonium, a dihydrocholesterol, As perfume, extracts, such as trichlorocarbanilide, 
citric-acid zinc, an angericae radix soft extract, cork tree bark extractives, the clove, a rosemary, a Scutellaria root, and a 
safflower, etc. As coloring agents, such as a terpenes or its derivatives, such as 1 -menthol, a carvone, an anethole, and a 
limonene, the blue of No. 1, the yellow of No. 4, a titanium dioxide, an oxidization alumina, etc. are illustrated. In addition, 
usually let the loadings of these components be an amount in the domain which does not bar the effect of this invention. 
[0016] 

[Effect of the Invention] Since the constituent for oral cavities of this invention contains one sort or two sorts or more of 
flavonols chosen out of the iso quercitrin, the milli citrin, and iso rhamnetin which have collagenase prevention activity, it can 
prevent a breakdown of the collagen which exists in the gum by the collagenase generated within the oral cavity, a connective 
tissue, etc., and pile ****** and the organization breakdown accompanied by advance of a periodontal disease for advance of 
the inflammation of a part, and is effective in a prevention and treatment of a periodontal disease. 
[0017] 

[Example] Although the example of an experiment and an example are shown and this invention is shown concretely 
hereafter, this invention is not restricted to the following example. In addition, in the following examples, each % is weight %, 

[001 8] In order to compare the collagenase prevention activity of [example of experiment] flavonols, the experiment by the 
following technique was conducted. 

[0019] Tradename CELLGNE (Funakoshi Co., Ltd. make) was diluted, and collagenase liquid was created 0.07%. the 
collagenase liquid of the above-mentioned [ microplate / 96 hole / (falcon 3072) ] -- every / well / 50microl/] - under 5%C02 
and 37 degrees C, it poured distributively, and it was left for 24 hours, and it was made to gel, xeransis, washing, and xeransis 
were carried out after that, and the collagen coat plate was created 

[0020] Into this, SOmicro 1 of the aqueous solutions of the flavones shown in 50micro 1 of collagenase (P. g.33277, acetone 
fraction) solutions, lOOmicro 1 of the buffer solutions for measurement, and Table 1 was added, and it was made to react 
under 5%C02 and 37 degrees C for 16 hours. 

[0021] The reaction mixture was removed after the reaction end, distilled water dyed for 25 minutes in the Kumasi blue 
0.25% after washing, and the absorbance of OD620 was measured after washing / xeransis with the plate reader for ELISA 
(multi-scan type 341). 

[0022] Moreover, the absorbance of OD620 was similarly measured about the flavonols thing non-added (only water is 
added). Based on these results, the rate of collagenase prevention was computed according to the following formula. A result 
is shown in Table 1 . 
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[0023] 
[Equation 1] 
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[0025] As compared with the tetracycline supposed that it has collagenase prevention activity, the iso quercitrin of the 
flavonols, the milli citrin, and the iso rhamnetin became clear [ having an EQC or the collagenase prevention activity beyond 
it ] from the result of Table 1. 
[0026] 

A [example 1] ****** aluminum hydroxide 45.0% gelation nature silica 2.0 sorbitols 25.0 carboxymethylcellulose sodium 
1.0 cane-sugar monopalmitate 1.0 sodium lauryl sulfates 1.5 saccharin sodiums 0.2 ethanol 0.1 sodium benzoates 0.1 iso 
quercetin 0.1 methyl salicylates 0.2 eugenol 0.1 perfume 1.0 water ** Total 100.0% [0027] 

A [example 2] ****** sedimentation nature silica 25.0% sorbitol 25.0 glycerols 25.0 polyvinyl pyrrolidones 1.0 lauroyl 
polyglycerin ester 1.0 polyoxyethylene (60 mols) sorbitan monolaurate 0.5 saccharin sodiums A 0.2 para oxy-ethyl benzoate 
0.1 chlorhexidine hydrochloride 0.1mm citrin 0.05 methyl salicylates 0.2 anetholes 0.1 perfume 1.0 water ** Total 100.0% 
[0028] 

[Example 3] ****** dibasic calcium phosphate and 2 hydrate 20.0% dibasic calcium phosphate and a non-hydrate 20.0 
gelation nature silica 2.0 sorbitols 20.0 propylene glycols 2.5 carboxymethylcellulose sodium 1.0 lauryldiethanol amide 1.0 
sodium lauryl sulfates 1.5 lauroyl ****** thinner thorium 0.3 saccharin sodiums A 0.1 para oxy-ethyl benzoate 0.1 iso 
rhamnetin 0.2 isoeugenols 0.05 anethole 0.2 perfume 0.8 water ** Total 100.0% [0029] 

The paste cetanol for [example 4] oral cavities 10.0% squalane 20.0 sedimentation nature silica 5.0 polyoxyethylene (40 

mols) hydrogenated castor oil 0. 1 sorbitan monochrome oleate 1 .0 sodium lauryl sulfates 0.2 glycyrrhetinic acid 0. 1 saccharin 

sodiums A 0.6mm citrin 0.3 ethyl salicylates 0.2 eugenols 0.1 perfume 0.6 water ** Total 100.0% [0030] 

The paste liquid paraffin for [example 5] oral cavities 15.0% cetanol 10.0 glycerols 20.0 sorbitan monopalmitate 0.6 

polyoxyethylene (40 mols) sorbitan monostearate 5.0 sodium-lauryl-sulfate 0.1 saccharin sodium 0.5 chlorination 

benzethonium 0.1 iso quercitrin 0.2 methyl salicylates 0.2 anetholes 0.1 perfume 0.5 water ** Total 100.0% [0031] 

A [example 6] mouthwash sorbitol 10.0% ethanol 5.0 polyoxyethylene (60 mols) hydrogenated castor oil 0.1 cane-sugar 

monopalmitate 0.2 sodium lauryl sulfates 0.05 saccharin sodiums 0.2 iso rhamnetin 0.05 methyl salicylates 0.1 eugenols 0.05 

perfume 0.6 water ** Total 100.0% [0032] 

The trochiscus lactose for [example 7] oral cavities 97.0% polyoxyethylene (60 mols) monostearate 0.2 sodium lauryl sulfates 
0.05 chlorhexidine gluconate 0.02 stevia extract 0,2 iso quercitrin 0.2 methyl salicylates 0.2 anetholes 0.05 perfume 0.02 
hydroxyethyl celluloses **** 100.0% 
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* * NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The constituent for oral cavities characterized by coming to contain one sort or two sorts or more of flavonols 
chosen out of an iso quercitrin, a milli citrin, and an iso rhamnetin. 
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